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Abstract 



Background: Drug abuse is one of the most important public health problems worldwide as in Iran. The aim of 
present study was to determine whether opium addiction can affect bone mineral density or not. 

Methods: Fifty opium addicted and 50 non-addicted volunteer men aged between 25-45 were enrolled. The 
subjects with positive history of other osteoporosis risk factors were excluded. The vertebral bone density and 
potential confounders (age, cigarette smoking and body mass index) were measured in all subjects. 

Results: Twenty six percent of non-addicted vs. 56% of addicted subjects had vertebral osteopenia. According 
to adjusted ORs, addiction to opium (OR: 3.08, CI95% 1.20-7.92) and age (OR: 1.11 CI95% 1.03-1.20) were 
significantly related to vertebral bone loss. 

Conclusion: Opium addicted patients were more susceptible to bone loss than non-addicted individuals. So, 
early screening and conducting prevention programs should be taken into consideration for this high risk group. 
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Introduction 

Bone mineral density (BMD) is a good index for evalu- 
ating bone status and diagnosis of metabolic bone disor- 
ders. Osteoporosis and osteopenia are the most prevalent 
metabolic bone diseases that are characterized by low 
BMD. 1 " 3 Osteoporosis is an asymptomatic disease that 
predisposes the patients to bone fragility and fracture 
after minimal trauma or fall down. 3 ' 4 It is a disturbing 
public health problem because of its consequent morbid- 
ity, mortality, medical costs and long term cares. 5 ' 

Recent data shows that in Iran, the prevalence of os- 
teoporosis and osteopenia in individuals aged 50 and 
above was 36.1% and 43.9% in women, and 24.5% and 
70.8% in men, respectively. In addition, among subjects 
under 50 years, 49.6% of women and 59.6% of men 
have low bone mass. 7 According to the Endocrinology 
and Metabolism Research Center (EMRC) report, two 
million people in Iran are at the risk of fracture. 
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The annual cost of hip fractures in Iran is between 
8,000,000 and 16,000,000 US $. 8 These data indicate 
that loss of bone density and its consequent complica- 
tions are major public health problem in Iran as other 
developing countries. A study about the burden of 
osteoporosis in 2004, showed that Disability Adjust- 
ed Life Years (DALYs) attributable to osteoporosis is 
36026 among Iranian population (18757 in men and 
17270 in women). 2 

The main risk factors of decreased bone mineral 
density are: age, gender, life style, nutrition, hormonal 
changes and some medical conditions. It has been re- 
ported that 20-50% of bone mass changes are related to 
life style. Immobility, smoking, alcohol drinking and 
low calcium and vitamin D intake are the most im- 
portant lifestyle factors that affect BMD. 9 So, the pre- 
vention programs that focus on the life style develop- 
ment and screening of high risk groups can play an im- 
portant role in the early diagnosis, treatment and de- 
creasing of morbidity and complications of the disease. 

Opium abuse is a major public health problem 
worldwide as in our country. It is considered as the 
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most common type of drug abuse in Iran. It is esti- 
mated that about 5-9% of Iranian population are ad- 
dicted to opium. 1112 The effect of opium addiction on 
the bone mineral density is not clear. Only one study 
in 1993 showed that chronic heroin abuse is associat- 
ed with altered bone metabolism and reduced trabecular 
bone mass. 13 Other studies indicate that chronic con- 
sumption of opiates can induce hypogonadim and in- 
crease serum level of prolactin. 14 " 17 Both hypogonadism 
and hyperprolactinemia may lead to osteoporosis. 

So, considering the high prevalence of opium ad- 
diction in Iran and the lack of data that reveal the ef- 
fect of opium abuse on the BMD, based on review of 
literature, we examined the relationship between 
chronic opiate abuse and bone mass. The confound- 
ing roles of the other potential risk factors were also 
considered. 



Materials and Methods 

In this case-control study, we enrolled 50 opium ad- 
dicted and 50 non-addicted volunteer men aged be- 
tween 25-45 years. All patients were interviewed 
based on the DSM-IV criteria for opium dependency. 
The morphine urine test was conducted in the control 
group. To confirm the inclusion of participants in the 
study, subjects with following diseases or conditions 
were excluded before densitometry: known history or 
evidence of rheumatoid arthritis, thyroid, parathyroid 
or adrenal disease, hepatic or renal failure, metabolic 
bone disease, type I diabetes mellitus, sterility, malab- 
sorption, immobility for more than one week and alco- 
holism. All remaining subjects signed an informed con- 
sent which explained all aspects of study and asked for 
the permission of bone densitometry test. Body mass 
index (BMI) was measured in all subjects. 



BMD was measured once at the lumbar spine (L2- 
L4) with dual X-ray absorptiometry using Lunar DPX 
densitometers (Lunar 7164, GE, and Madison, WI). 
The procedure was carried out by a trained operator 
according to the manufacturer's instruction. Machine 
calibration was done on a daily basis. Daily and 
weekly quality assurance tests were performed as 
recommended by the DXA machine manufacturers. 
For classification of bone marrow densitometry re- 
sults, we used World Health Organization criteria 
According to the criteria, the T- score between -1 to - 
2.5 standard deviation was considered as osteopenia 
and T-score<-2.5 standard deviation was regarded as 
osteoporosis. The normal BMD was defined as hav- 
ing T-score>-l standard deviation. 18 

The data were entered and analyzed by SPSS 17 
software (Version 15, Chicago, IL, USA). In order to 
explore the relationship between opium consumption (as 
the predictor) and the bone marrow density, univariate 
and multiple logistic regression models were applied. 
According to above definition, osteopenia and osteopo- 
rosis were categorized as bone loss and entered as de- 
pendent variable in the model. Other potential con- 
founders (age, cigarette smoking and body mass index) 
were also entered in the model as predictor variables. 
The crude and adjusted OR was reported. P values less 
than 0.05 were considered as significant level. 

Results 

The mean age of addicted and non-addicted groups was 
36.00±6.54 and 35.38±6.7 years respectively. There was 
not any significant difference between the age and histo- 
ry of cigarette smoking in two groups but the mean of 
BMI in addicted group was significantly lower than that 
of non-addicted ones (p=0.002, Tablel). 



Tablel: The comparison of studied variables and bone status in opium addicted and contol 
groups. 



Variable 


Opium addicted 


Non addicted 


P value 




N=50 


N=50 




Age Mean±SD 


36.00±6.54 


35.38±6.7 


0.64 


BMI MeanisD 


21.96±3.46 


24.27±3.85 


0.002 


Cigarrette smoking No. (%) 


37 (77.1) 


34 (61) 


0.31 


Vertebral BMD frequency (%) 








Normal 


22 (44) 


37 (74) 


0.002 


Osteopenia 


28 (56) 


13 (26) 




Lumbar measurement Mean±SD 


0.92±0.12 


1.01±0.12 


0.001 
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According to WHO criteria, 26% of non-addicted 
and 56% of addicted individuals had osteopenia 
which shows the difference between the two groups 
to be statistically significant (p=0.011). None of the 
subjects had osteoporosis. The mean lumbar meas- 
urement in opium addicted group was statistically 
lower than non addicted ones. 

To study the confounding effects of cigarette 
smoking, BMI and age on opium addiction and bone 
density relation, the multivariate analysis was per- 
formed. According to adjusted ORs, addiction to opi- 
um (OR=3.08, CI95% 1.20-7.92) and age (OR=l.ll 
CI95% 1.03-1.20) were significantly related to lum- 
bar bone loss (Table2). 



Discussion 

The findings of this study indicate that opium addict- 
ed individuals are more susceptible to loss of lumbar 
BMD than non-addicted ones. There are some re- 
searches about the possible mechanisms of opium 
osteoporosis. Pedrazzoni et al. in 1993 revealed that 
the vertebral bone trabecular mass and bone density 
in individuals with the history of chronic heroine 
abuse are significantly lower than control group. 
They also showed an increased level of serum ionized 
calcium and urine hydroxyproline and decreased level 
of serum LH and PTH in heroin addicted group com- 
pared to controls 13 Opium can interact with bone me- 
tabolism in different ways: some researches estab- 
lished that opium abuse can suppress hypotalamo- 
hypophysio-gonadal axis and consequently decreases 
the level of gonadal hormones. 13 ' 19 " 21 It is well known 
that chronic hypogonadism is a prominent cause of 
osteoporosis in both sexes. 19 " 21 Hejazian et al. in 2007 
revealed that the level of serum testosterone, LH and 
FSH hormones significantly decrease in opium ad- 
dicted group as compared with the control group. 19 In 
2009, Fraser et al. found that in patients who received 
long term opiates to relieve the pain, there is a much 



higher prevalence of hypogonadism in men than in 
women (75% vs. 21%). In their study, osteopenia was 
reported in 50% of men and 21% of women which 
was statistically significant. 14 

Moshtaghi-Kashanian et al. in 2006 showed an in- 
creased level of prolactin in concurrent opium and 
cigarette smokers in comparison with cigarette smok- 
ers alone (86.96% vs. 4 1.65%). 15 Other researches 
also reached the same results. 16 ' 22 ' 23 Hyperprolac- 
tinemia is one of the well known risk factors for de- 
veloping bone loss that is another explanation for in- 
creased risk of bone loss and bone fracture in opium 
addicted persons. In addition to indirect effects of 
opium, this substance may also contribute to lowered 
bone mineral density and increased fracture risk by 
directly interfering with bone formation. 19 Inhibition 
of human osteoblastic tissue cultures growth, de- 
crease in serum osteocalcin levels and finally inhibi- 
tion of osteocalcin production by osteoblast tissue 
cultures are some direct effects of opium on bone 
formation. 19 

Opium consumption is usually accompanied by 
specific risky life styles such as cigarette smoking, 
low physical activity and poor nutrition. Poor nutri- 
tional status among them who are addicted to opium 
is a result of economical problems and loss of appe- 
tite. Opium addiction can lead to low dietary intake of 
calcium and phosphor and indirectly makes the indi- 
vidual more prone to bone loss. 

Although in our study the cigarette smoking was 
not related to bone loss but there is a growing body of 
evidence that suggest cigarette smoking is a risk fac- 
tor for osteoporosis, but the nature of this relationship 
is not clear. 24 Some studies indicate that cigarette 
smoking is a risk factor for osteoporosis and bone 
loss. 25 " 28 But other studies have found no obvious evi- 
dence about the relationship between cigarette smok- 
ing and loss of bone density. 19 ' 29 ' 30 

This difference among available data can be due to 
variation in study design, gender of subjects, sample 
size and considering the probable confounding factors 



Table2: Univariate and Multivariable analysis of the studied variables that predicting the bone mineral density. 
Variables Crude Analysis Adjusted Analysis 



OR CI 95% Pvalue OR CI 95% Pvalue 



Opium addiction 


3.62 


1.55-8.41 


0.003 


3.08 


1.20-7.92 


0.019 


Cigarette smok- 


1.24 


0.50-3.09 


0.63 


0.83 


0.29-2.40 


0.74 


ing 














Age 


1.096 


1.02-1.17 


0.006 


1.11 


1.03-1.20 


0.003 


BMI 


0.87 


0.78-0.98 


0.023 


0.89 


0.78-1.02 


0.121 
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(such as BMI). 

We can point to these aspects among the most im- 
portant strengths of our study: First, we considered 
some well known factors and medical conditions that 
may influence bone mass as exclusion criteria. Se- 
cond, we have carried out our study on male samples 
to set aside female hormonal changes that may affect 
bone mass. Third, we chose the individuals aged be- 
tween 25-45 years to avoid a mix up with age related 
bone loss that often occurs above 50 years and finally 
multivariate analysis considered the effect of main 
potential confounders. 

The main limitation of our study was that we did 
not measure the level of gonadal hormones and some 



bone markers such as urine hydroxyproline, calcium, 
phosphor and alkaline phosphatase in our samples. We 
strongly recommend conducting more precise studies 
to measure these bone markers in sera of the subjects. 
Our results suggest that opium addicted patients are 
more susceptible to bone loss than non-addicted indi- 
viduals. So, early screening and conducting prevention 
programs should be taken into consideration for this 
high risk group. Without any doubt, further studies to 
explore responsible mechanisms are needed. 

Conflict of interest: None declared. 



References 

1 Yang NP, Deng CY, Chou YJ, Chen 
PQ, Lin CH, Chou P, Chang HJ. Es- 
timated prevalence of osteoporosis 
from a Nationwide Health Insurance 
database in Taiwan. Health Policy 
2006;75:329-37. [15946761] [doi: 
10.101 6/j.healthpol .2005.04.009] 

2 Abolhassani F, Mohammadi M, 
Soltani A. Burden of osteoporosis in 
Iran. Iranian J Publ Health 2004;A 
supplementary issue on Osteoporo- 
sis;18-28. 

3 Kim TW, Alford DP, Malabanan A, 
Holick MF, Samet JH. Low bone 
density in patients receiving metha- 
done maintenance treatment. Drug 
Alcohol Depend 2006;85:258-62. 
[16860495] 

[doi: 10.1 01 6/j.drugalcdep. 2006. 05.0 
27] 

4 Baheiraei A, Pocock NA, Eisman 
JA, Nguyen ND, Nguyen TV. Bone 
mineral density, body mass index 
and cigarette smoking among Irani- 
an women: implications for preven- 
tion. BMC Musculoskeletal Disord 
2005;6:34. [15975151] [doi: 
10.1186/1471-2474-6-34] 

5 Morales-Torres J, Gutierrez-Urena 
S; Osteoporosis Committee of Pan- 
American League of Associations 
for Rheumatology. The burden of 
osteoporosis in Latin America. Os- 
teoporos Int 2004;15:625-32. [15 
292978] 

6 Mauck KF, Clarke BL. Diagnosis, 
screening, prevention, and treat- 
ment of osteoporosis. Mayo Clin 
Proc 2006;81:662-72. [16706264] 
[doi: 10.4065/81. 5.662] 

7 Salehi I, Khazaeli S, Najafizadeh 
SR, Ashraf H, Malekpour M: High 
prevalence of low bone density in 
young Iranian healthy individuals. 
Clin Rheumatol 2009;28:173-7. [18 



810571] [doi:10.1007/s10067-008- 
1008-8] 

8 Maalouf G, Gannage-Yared MH, 
Ezzedine J, Larijani B, Badawi S, 
Rached A, Zakroui L, Mash B, Azar 
E, Saba E, Nammari R, Adib G, 
Abou Samra H, Alrawi Z, Salman S, 
El Muntasser K, Tarseen R, El Kha- 
rousi W, Al-Lamki M, Alothman AN, 
Almarzook N, El Dessouki M, 
Sulaimani R, Saleh J, Suhaili AR, 
Khan A, Delmas P, Seeman E. Mid- 
dle East and North Africa consensus 
on osteoporosis. J Musculoskelet 
Neuronal Interact 2007;7:131-43. 
[17627082] 

9 Hossein-Nezhad A, Maghbooli Z, 
Bandarian F, Mortaz S, Soltani A, 
Larijani B: Association of Bone Min- 
eral Density and Lifestyle in Men. 
Iranian J Publ Health 2007;36:51-6. 

10 Masoumi M, Shahesmaeili A, Mir- 
zazadeh A, Tavakoli M, AN AZ. Opi- 
um addiction and severity of coro- 
nary artery disease: a case-control 
study. J Res Med Sci 2010; 15:27- 
32. [21526055] 

11 Bashardoost N, Tirani M. Preva- 
lence of addiction in males: Isfahan 
2003. ARYA Journal 2005;1:106-8. 

12 Ahmadi J, Pridmore S, Alimi A, 
Cheraghi A, Arad A, Parsaeyan H, 
Mohagheghzadeh MS, Kianpour M. 
Epidemiology of Opium Use in the 
General Population. Am J Drug Al- 
cohol Abuse 2007;33:483-91. [176 
13976] [doi:10.1080/00952990701 
301293] 

13 Pedrazzoni M, Vescovi PP, Ma- 
ninetti L, Michelini M, Zaniboni G, 
Pioli G, Costi D, Alfano FS, Passeri 
M. Effects of chronic heroin abuse 
on bone and mineral metabolism. 
Acta Endocrinol (Copenh) 1993;129: 
42-5. [8351958] 



14 Fraser LA, Morrison D, Morley- 
Forster P, Paul TL, Tokmakejian S, 
Larry Nicholson R, Bureau Y, 
Friedman TC, Van Uum SH. Oral 
Opioids for Chronic Non-cancer 
Pain: Higher Prevalence of Hy- 
pogonadism in Men than in Women. 
Exp Clin Endocrinol Diabetes 2009; 
117:38-43. [18523930] [doi:10.1055/ 
s-2008-1076715] 

15 Moshtaghi-Kashanian Gh, Esmaeeli 
F, Dabiri Sh. Enhanced prolactin 
levels in opium smokers. Addict Biol 
2005;10:345-9. [16318956] [doi:10. 
1 080/1 355621 0500351 263] 

16 Spagnolli W, Torboli P, Mattarei M, 
De Venuto G, Marcolla A, Miori R. 
Calcitonin and prolactin serum lev- 
els in heroin addicts: study on a 
methadone treated group. Drug Al- 
cohol Depend 1987;20:143-8. [367 
8052] [doi:10.1016/0376-8716(87) 
90063-9] 

17 Progler YJ. Drug addiction in Gaza 
and the illicit trafficking of tramadol. 
J Res Med Sci 20 1 0 ; 1 5: 1 85-88. 

18 Gozashti M, Nabipour I, Soltani A, 
Hossein-nezhad A, Larijani B. Rela- 
tionship between Family History of 
Osteoporotic Fracture and Femur 
Geometry. Iranian J Publ Health 
2007:70-74. 

19 Daniell HW. Opioid Osteoporosis. 
Arch Intern Med 2004;1 64:338. 
[14769633] [doi:10.1001/archinte. 
164.3.338-a] 

20 Hejazian SH, Dashti MH, Rafati A. 
The effect of opium on serum LH, 
FSH and testosterone concentration 
in addicted men. Iran Reproductive 
Med J 2007;5:35-38. 

21 Katz N, Mazer NA. The Impact of 
Opioids on the Endocrine System. 
Clin J Pain 2009;25:170-5. [193 



WWW.ircmj.com Vol 13 July 2011 



467 



Gozashti et al. 



33165] [doi:10.1097/AJP.0b013e31 
81850df6] 

22 Ellingboe J, Mendelson JH, Kuehnle 
JC. Effects of heroin and naltrexone 
on plasma prolactin levels in man. 
Pharmacol Biochem Behav 1980; 
12:163-5. [7367458] [doi:1 0.1 01 6/ 
0091-3057(80)90431-1] 

23 Shin SH, Obonsawin MC, Van Vugt 
DA, Baby N, Jhamandas K. Mor- 
phine can stimulate prolactin re- 
lease independent of a dopaminer- 
gic mechanism. Can J Physiol 
Pharmacol 1988;66:1381-5. [2907 
416] [doi:10.1139/y88-226] 

24 Ward KD, Klesges RC. A meta- 
analysis of the effects of cigarette 
smoking on bone mineral density. 



Calcif Tissue Int 2001;68:259-70. [11 
683532] [doi:10.1007/BF02390832] 

25 Quandt SA, Spangler JG, Case LD, 
Bell RA, Belflower AE. Smokeless 
tobacco use accelerates age-related 
loss of bone mineral density among 
older women in a multi-ethnic rural 
community. J Cross Cult Gerontol 
2005;20:109-25. [16917747] [doi: 
1 0. 1 007/S1 0823-005-9086-4] 

26 Meszaros S, Ferencz V, Deli M, 
Csupor E, Toth E, Horvath C. Effect 
of cigarette smoking on bone quality 
parameters in women. Orv Hetil 
2006;147:495-9. [16607857] 

27 Akhter MP, Lund AD, Gairola CG. 
Bone biomechanical property dete- 
rioration due to tobacco smoke ex- 
posure. Calcif Tissue Int 2005; 



77:319-26. [16307391] [doi:10.1007/ 
S00223-005-0072-1] 

28 Gerdhem P, Obrant KJ. Effects of 
cigarette-smoking on bone mass as 
assessed by dual-energy X-ray ab- 
sorptiometry and ultrasound. Osreo- 
poros Int 2002;13:932-6. [12459935] 
[doi:10.1007/s001980200130] 

29 Cox ML, Khan SA, Gau DW, Cox 
SA, Hodkinson HM. Determinants of 
forearm bone density in premeno- 
pausal women: a study in one gen- 
eral practice. Br J Gen Pract 1991; 
41:194-6. [1878269] 

30 Slemenda CW, Hui SL, Longcope 
C, Johnston CC Jr. Cigarette smok- 
ing, obesity, and bone mass. J Bone 
Miner Res 1989;4:737-41. [2816 
51 8] [doi: 1 0.1 002/jbmr.565004051 3] 



468 



WWW.ircmj.com Vol 13 July 2011 



